Prostate cancer is one of the most common noncutaneous malignancies in Western countries. Because there has been a debate regarding the relationship between the XRCC1-Arg399Gln and Arg280His polymorphisms and prostate cancer risk, we therefore performed this meta-analysis. The electronic databases PubMed, EMBASE, and Medline were searched prior to October 1, 2014. An odds ratio and 95% confidence interval were used to calculate association. Heterogeneity was tested by both a chi-square test and I 2 statistic. Funnel plots and Egger's test were used to assess publication bias. All statistical analyses were performed using STATA 12.0 software. A significant association between the XRCC1-Arg399Gln polymorphism and prostate cancer risk was found under a homozygote model and a recessive model. A significant association between XRCC1-Arg280His and prostate cancer risk was found under a heterozygote model, a recessive model, and a dominant model. Overall, the results of this meta-analysis show that the XRCC1-Arg399Gln polymorphism may be associated with an increased risk for prostate cancer under the homozygote model and the recessive model. And XRCC1-Arg280His polymorphism is likely to be related with prostate cancer risk under the heterozygote model and the dominant model. Additional larger well-designed studies are needed to validate our results.
. Although previous studies have reported several established risk factors such as smoking, ethnicity, UV light, inflammation, diet, age, and radiation exposure that might increase the risk of prostate cancer, there is still difficulty in definitively determining the etiology of prostate cancer 3, 4 . Prostate cancer may not develop even after exposure to these risk factors, which suggests that genetic variations may be important contributing factors to the development of prostate cancer in addition to environmental or lifestyle factors 5 . One study showed that malignant transformation of prostate cells is always accompanied by somatic genomic changes, including deletions, amplifications, or point mutations 6, 7 . Gene factors, particularly single nucleotide gene polymorphisms, have been reported to be closely related to the development of various malignant cancers, such as leukemia, oral cancer and prostate cancer [8] [9] [10] [11] . Numerous studies have reported that single nucleotide polymorphisms in DNA repair genes may impact DNA damage and cancer risk [12] [13] [14] [15] , and it is well established that DNA repair capacity may play an important role in the pathogenesis of prostate cancer 13, 14, 16, 17 . The X-ray repair cross-complementing group 1 (XRCC1) is one of the DNA repair genes. At least four DNA repair pathways operate on specific types of damaged DNA, including base excision repair (BER), nucleotide excision repair (NER), double-strand break repair and mismatched repair (MMR). BER removes small lesions, including oxidized or reduced bases, fragmented, alkylation and nonbulky adducts. Nucleotide excision repair removes larger lesions, which often result from environmental damage, including UV radiation and external carcinogens. MMR corrects replication errors (base-base or insertion-deletion mismatch) caused by DNA polymerase errors. Double-stranded DNA breaks are repaired through mechanisms involving the homologous recombination repair pathway 3, 5 . Arg399Gln (rs25487) and Arg280His (rs25489) are two common polymorphisms of XRCC1. The functional effects of these polymorphisms in XRCC1 are not well known. The Arg399Gln polymorphism at the XRCC1 nucleotide 28152 site in exon 10 involves the amino acid substitution (glutamine to arginine). XRCC1 codon 399 is located within the BRCT domain (amino acids 301-402) that interacts with poly (ADP-ribose) polymerase (PARP). The role of XRCC1 in BER brings together DNA polymerase, DNA ligase III, and PARP at the site of DNA damage, so the 399Gln variant could have an altered repair activity 18 . In addition, the variant may be associated with several phenotypic alterations, including higher levels of sister chromatid exchange, glycophorin A mutations, polyphenol DNA adducts, aflatoxin B1-DNA adducts, and prolonged cell cycle delay 19 . The nonsynonymous Arg280His polymorphism (exon 9, base 27466 G to A, arginine to histidine) changes the amino acid sequence of XRCC1. Codon 280 of XRCC1 lies within the AP endonuclease (APE)-binding domain. This change in protein biochemistry could potentially alter the XRCC1 structure and its ability to interact with APE 20 . Takanami et al. 21 showed that the XRCC1 (R280H) variant protein is defective in its efficient localization to a damaged site in the chromosome, which may reduce cellular BER/ SSBR. These polymorphisms in DNA repair genes may also alter protein function, impair the interaction of XRCC1 with other enzymatic proteins and cause deficits in repair capacity 11 . If the damage is not repaired, it can result in genetic instability, which may contribute to unregulated cell growth and carcinogenesis. Previous studies have reported that XRCC1 polymorphisms, such as codonArg399Gln and codon Arg280His, are related to susceptibility to prostate cancer [2] [3] [4] 11, 16, 17, [22] [23] [24] [25] [26] [27] [28] [29] . However, the conclusions have been inconsistent. Thus, in view of the uncertain association, our goal is to obtain a more precise result by conducting this meta-analysis.
Methods
Search strategy. We performed a comprehensive search of electronic databases, such as PUBMED, EMBASE, and Medline, using the following key words: 'XRCC1' OR 'X-ray repair cross-complementing group 1,' 'polymorphism' OR 'variants,' 'prostate cancer or prostate carcinoma' from their earliest available date to October 1, 2014. There were no language, sample size, time period, population, or type of report restrictions in the search. Two authors independently evaluated all associated publications to retrieve the eligible literature. In addition, the references in reviews or in eligible studies were checked to ensure that no relevant studies were missed in the database search. If a study reported a different sub-population, we treated it as a separate study in our meta-analysis 24, 29 .
Inclusion and exclusion criteria. Studies that met the following inclusion criteria were considered eligible articles: (1) investigated the relationship between the Arg399Gln and Arg280His polymorphisms of XRCC1 and prostate cancer risk; (2) provided sufficient data, including the genotype allele frequency in cases and controls; (3) case control studies; and (4) for multiple publications reported from the same population, we chose the largest and most complete study. Accordingly, the exclusion criteria were as follows: (1) the study was not relevant to the XRCC1 polymorphism and prostate cancer risk; (2) the study reported unavailable data; (3) the study did not offer the source of controls in the article; and (4) case reports.
Data extraction. Two authors independently extracted the data according to the inclusion and exclusion criteria listed above. We extracted the following information from each eligible study: the name of first author, the study country, source of control, type of genotype, and sample size (cases and controls). According to the source of controls, eligible articles were defined as hospital-based or population-based. The genotype distribution was assessed according to whether it followed the HardyWeinberg equilibrium (HWE) balance in the control group. To guarantee the accuracy of the information extracted from the study, a third investigator reviewed the final results. Discussions were conducted to reach an agreement when we had different views on the results. indicated heterogeneity between the studies, so the pooled OR was calculated by a random-effects model. Otherwise, a fixed effect model was used. To determine the possible reasons for heterogeneity, we conducted a subgroup analysis based on ethnicity status (Africa, Caucasian or Asian) and source of control (population-based or hospital-based). The sensitivity analysis was performed by omitting each study and recalculating the pooled estimates to assess the credibility of outcomes in our metaanalysis. HWE was tested by chi-square in the control group, and a value of P . 0.05 showed that the controls followed HWE balance. Potential publication bias was assessed using funnel plots and Egger's test (a P value less than 0.05 was considered representative of statistically significant publication bias) 31 .
Results

Study characteristics.
A flow chart of the detailed selection procedure is shown in Figure 1 . Based on the search criteria, a total of 568 publications were located in the electronic database; 235 were excluded for duplicate studies, 306 articles were excluded after carefully screening the titles, the content and abstracts, and upon reading the full text, 27 articles were evaluated in detail. Thirteen articles were excluded because the studies had no usable data or were not relevant to the role of the XRCC1-Arg399Gln and Arg280His polymorphisms in prostate cancer risk. Finally, 14 case control publications (involving 4215 cases and 4220 controls) that met the inclusion criteria were included in our meta-analysis [2] [3] [4] 7, 11, 16, 17, [23] [24] [25] [26] [27] [28] [29] . One study was not consistent with HWE balance 16 (P , 0.05). Of the 14 case control studies, 5 were about the XRCC1-Arg280His polymorphism and susceptibility to prostate cancer; 4 were conducted in Asian populations; 7 were in Caucasian populations; and 5 were in African populations. Ten studies were populationbased (PB), and the other 4 studies were hospital-based (HB). All studies were written in English. The main characteristics of the studies and the genotype distribution results of the HWE test in the control group are shown in Table 1 .
Meta-analysis results. Tables 2 and 3 (Figure 2. d) . However, there was no significant difference under the homozygote model HH vs. AA (OR 5 0.81, 95%CI 5 0.57-1.13, P 5 0.213). Furthermore, in the subgroup analysis by ethnicity, we discovered that there was no significant association in Caucasian populations in any of the gene models (P . 0.05). A significant association between the XRCC1-Arg399Gln polymorphism and prostate cancer was observed in African and Asian populations under only the homozygote model and the recessive model. When stratifying the studies by source of control, we found an increased risk in the PB group under the recessive model GG vs. AA 1 AG (OR 5 1.22, 95%CI 5 1.05-1.43, P 5 0.012). There was no significant association in the HB group in any of the gene models (P . 0.05). The detailed results are shown in Table 2 . We also performed a cumulative meta-analysis based on publication time, which further confirmed our results (Figure 3. a&b) .
Sensitivity analysis. A sensitivity analysis was conducted to assess the stability of the overall results through the sequential omission of each individual study. In our meta-analysis, the results show that no single study could affect the overall results, which indicated the reliability of our results (Figure 4) .
Publication bias. The funnel plot and Egger's test were conducted to assess the potential publication bias of the studies. The shapes of the funnel plots did not show any evidence of obvious asymmetry ( Figure 5) . Similarly, Egger's test was used to provide statistical evidence of funnel plot symmetry. The P values from Egger's test were greater than 0.05, suggesting no publication bias in our metaanalysis.
Discussion A variety of exogenous and endogenous factors can constantly damage cellular DNA. Unrepaired damage can result in the formation of DNA lesions or apoptosis or may even lead to unregulated cell growth and cancer. Several responses may occur to prevent replication in the presence of genetic errors in vivo 32 . DNA repair genes play a critical role in maintaining genome integrity and repairing this damage. Currently, there is increasing evidence that gene analysis reveals the importance of DNA repair genes and that polymorphisms, such as the XRCC1 polymorphisms R399Q and R280H, are associated with different human cancers, such as bladder cancer, breast cancer, colorectal cancer, lung cancer, and endometrial carcinoma 16, [33] [34] [35] [36] . These polymorphisms have also been explored in numerous studies for an association with prostate cancer, with conflicting results. We think that there are most likely several limitations to these studies, such as different study population ethnicities or small sample sizes. A meta-analysis is considered a powerful method for summarizing controversial results from different studies, thereby affording more statistical power by increasing the number and size of datasets, which can reduce the probability of random error and generating false positive or false negative associations, obtaining more precise and reliable results than an individual study 37 . This meta-analysis addressed the association between two polymorphisms in the XRCC1 gene and prostate cancer risk, involving 2124 cases and 2219 controls concerning the Arg280His polymorphism from 5 studies, a pooled total of 4215 patients with prostate cancer, and 4220 controls concerning the Arg399Gln polymorphism from 14 studies. The overall data showed that the XRCC1 Arg399Gln polymorphism may be a risk factor for prostate cancer under the homozygote model (GG vs 38 showed a significant association between the XRCC1 Arg399Gln polymorphism and prostate cancer risk in Asian subjects under a recessive genetic model in a stratified analysis by ethnicity. Another study conducted by Wei et al. 39 found that the XRCC1 399Gln allele might be a low-risk factor for prostate cancer only in Asian men under a homozygote model and a recessive model. For Many studies have extensively investigated the XRCC1 Arg399Gln polymorphism and have reported that this polymorphism is related to different cancers in Asian populations, including gastric cancer 40 , bladder cancer 41 , lung cancer 42 , and colorectal cancer 43 . Accordingly, there have been a wide variety of studies regarding the XRCC1 Arg399Gln polymorphism in Africa involving breast cancer 44 , and colorectal cancer 43 among others. However, Wang et al. 45 reported that no association was found between the XRCC1-Arg399Gln polymorphism and risk of colorectal cancer. Genetic polymorphism often varies with ethnicity. Some genetic polymorphisms may be associated with a risk of some types of cancers in a certain ethnicity; it has been reported that XRCC1 Arg399Gln is associated with lung cancer among Asians but not among individuals from Western countries 46, 47 . Furthermore, Zeng et al. 48 suggested that a statistically significant association between the XRCC1 Arg399Gln polymorphism and colorectal cancer risk was observed in Asians but not in Caucasians. A previous study showed that 399Glu/Glu may increase breast cancer risk in African populations but not in Caucasians 49, 50 . These different results may result from the possible role of ethnic differences in genetic backgrounds, and additionally, other factors such as different types of diets or lifestyles or the interaction between genes and the environment may also play a role.
There have been studies regarding the XRCC1 Arg280His polymorphism and other cancers in different populations. These studies have suggested that the XRCC1 280His polymorphism is associated with hepatocellular carcinoma (HCC) risk and bladder cancer in Asian populations 51, 52 . An increased risk of advanced colorectal neoplasia in individuals with the XRCC1 Arg280His polymorphism in white populations has also been reported 53 . In African populations, the Arg280His polymorphism of XRCC1 has been associated with breast cancer 54 , though such results for XRCC1 Arg280His are still considered controversial. Arg280His has also been shown to not be a risk factor for breast cancer and bladder cancer 55, 56 , and no association has been found between lung cancer risk and the XRCC1 Arg280His polymorphism 57 . However, one study did show that the XRCC1 Arg280His allele was associated with increased lung cancer risk after adjustment for radon and tobacco exposure 58 . That result might be a reflection of gene-environment interactions or a pattern of linkage disequilibrium, which is common with other more important polymorphisms. We included five studies describing the association between the Arg280His polymorphism and prostate cancer and did not conduct a subgroup analysis by ethnicity. We would need a larger sample size and different populations to assess gene-environment studies and obtain more comprehensive and accurate results.
Considerable heterogeneity was detected among the studies. We also performed a subgroup analysis according to the source of the control, but the heterogeneity could not be fully explained. The included studies might have sample selection bias, and the different characteristics of subjects and their ethnic backgrounds may have a certain influence. In addition, hospital-based controls might not be truly representative of the general population 59 , which may affect the results. A strict matching criteria is needed for a proper control, which is important for reducing possible selection bias. Although we performed a comprehensive analysis, several potential limitations should be considered. First, the genotype distributions in the control group from one study did not follow HWE balance 16 , so the results may be biased. Second, heterogeneity among the studies may disturb the results of the meta-analysis. A third limitation is that the people in the control groups were primarily healthy subjects, but some specific genetic characteristics may have had an effect among these controls, and we could not entirely rule out the possibility of the risk of prostate cancer. Finally, 5 studies were too small to evaluate a role of the Arg280His polymorphism in prostate cancer risk. The differences observed in this meta-analysis may be caused by chance with such small sample sizes. Thus, the results regarding the relationship between the Arg280His polymorphism and prostate cancer should be treated cautiously.
In summary, our meta-analysis evaluated all of the available published data, and the results suggested that a significant association between XRCC1-Arg399Gln and risk of prostate cancer was found under the homozygote model and the recessive model, particularly in Asian and Africa populations. A significant association between the XRCC1-Arg280His polymorphism and prostate cancer susceptibility was found under the heterozygote model and the dominant model. In view of some limitations of our meta-analysis, welldesigned case control studies and larger population sizes are needed to validate the role of XRCC1 Arg399Gln and Arg280His polymorphisms in the development of prostate cancer.
